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A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS. 
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after StX (6) MONTHS from the mailing date of this communication. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 1 33). 
Any reply received by the Office later than three months after the mailing date of this communication, even If timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

I )^ Responsive to communication(s) filed on 21 February 2007 . 
2a)n This action is FINAL. 2b)KI This action is non-final. 

3) n Since this application is in contJition for allowance except for formal matters, prosecution as to the merits is 

closed In accordance with the practice under Ex parte Quayle, 1935 CD. 1 1 , 453 O.G. 213. 

Disposition of Claims 

4) S ClaiiTi{s) 1-25 is/are pending in the application. 

4a) Of the above claim(s) 1-19 and 23- 25 is/are withdrawn from consideration. 

5) n Claim(s) is/are allowed. 

6) IE1 Claim(s) 20-22 is/are rejected. 

Claim(s) is/are objected to. 

8) n Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) \3 The specification is objected to by the Examiner. 

10)0 The drawing(s) filed on is/are: a)\Z\ accepted or b)n objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1 .121 (d). 

I I )□ The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 

12)n Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-{d) or (f). 
a)n All b)n Some * c)^ None of: 

1 .□ Certified copies of the priority documents have been received. 

2. n Certified copies of the priority documents have been received in Application No. . 

3. n Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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DETAILED ACTION 
Election/Restrictions 

Previous lack of unity is hereby withdrawn and replaced with the following US 
restriction requirement, 

US Restriction requirement 

Restriction to one of the following inventions is required under 35 U.S.C. 121: 
I. Claims 1-12, drawn to a method of increasing expression of a molecular 
chaperone by an eukaryotic cell comprising treating an eurakaryotic cell of 
a living mammalian organism that is exposed to a physiological stress 
with an effective amount of a chemical compound to increase the 
expression of a molecular chaperone by the cell with formula I classified in 
class 514. subclass 229,2. 



II. Claims 13-19, drawn to a method of increasing activity of a molecular 
chaperone in an eurkaryotic cell of a living mammalian organism that is 
exposed comprising treating the cell that is exposed to a physiological 
stress with an effective amount of a chemical compound to increase the 
expression of a molecular chaperone by the cell with formula I classified in 
class 514, subclass 318, 331. 

III. Claims 20-22, drawn to a method of treating disease connected with the 
function of the chaperon system or associated with the injury of the 
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membrane by administering compound of formula I classified in class 514, 
subclass 356. 506. 

IV. Claims 23-25, drawn to a pharmaceutical composition for the treatment of 
cardiovascular, vascular, cerebral, allergic etc., with compound of formula 
1 classified in class 514, subclass 229.2, 
The inventions are distinct, each from the other because of the following reasons: 

Inventions I and II are unrelated. The inventions are distinct if either or both of 
the following can be shown: (1 ) that the process as claimed can be used to make 
another and materially different product or (2) that the product as claimed can be made 
by another and materially different process (MPEP § 806.05(f)). In the instant case the 
expression of a molecule chaperone by eukaryotic cell is regarded as a protein level 
and increasing activity is regarded as a function which is different from expression. 

Inventions I and III are related. The related inventions are distinct if the (1) the 
inventions as claimed are either not capable of use together or can have a materially 
different design, mode of operation, function, or effect; (2) the inventions do not overlap 
in scope, i.e., are mutually exclusive; and (3) the inventions as claimed are not obvious 
variants. See MPEP § 806.05G). In the instant case the expression of a molecule 
chaperone by eukaryotic cell is generic to a plurality of disclosed patentably distinct 
species comprising various disease defined herein. 

Inventions IV and I are related as product and process of use. The inventions 
can be shown to be distinct if either or both of the following can be shown: (1 ) the 
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process for using the product as claimed can be practiced with another materially 
different product or (2) the product as claimed can be used In a materially different 
process of using that product. See MPEP § 806.05(h). In the instant case the 
expression of a molecule chaperone by eukaryotic cell Is generic to a plurality of 
disclosed patentably distinct species comprising various disease defined herein. 

Inventions II and III are related. The related inventions are distinct if the (1) the 
inventions as claimed are either not capable of use together or can have a materially 
different design, mode of operation, function, or effect; (2) the inventions do not overlap 
in scope, i.e., are mutually exclusive; and (3) the inventions as claimed are not obvious 
variants. See MPEP § 806.05(j). In the instant case treating an expression does not 
necessarily treat the claimed diseases because chaperones are heat shock proteins 
that is, proteins expressed in response to elevated temperatures or other cellular 
stresses. The reason for this behaviour is that protein folding is severely affected by 
heat and, therefore, some chaperones act to repair the potential damage caused by 
misfolding. Other chaperones are involved in folding newly made proteins as they are 
extruded from the ribosome. 

Inventions II, III and IV are related as product and process of use. The 
inventions can be shown to be distinct if either or both of the following can be shown: (1 ) 
the process for using the product as claimed can be practiced with another materially 
different product or (2) the product as claimed can be used In a materially different 
process of using that product. See MPEP § 806.05(h). In the instant case the 



Application/Control Number: 10/618,162 Page 5 

Art Unit: 1614 

expression of a molecule chaperone by eukaryotic cell is generic to a plurality of 
disclosed patentably distinct species comprising various disease defined herein, 
(see Abstract Yoo et al., Electrophoresis 2001, 22, 1233-1241) 

Because these inventions are independent or distinct for the reasons given 
above and there would be a serious burden on the examiner if restriction is not required 
because the inventions have acquired a separate status in the art due to their 
recognized divergent subject matter, restriction for examination purposes as indicated is 
proper. 

The inventions above are patentably distinct. The search for each of the above 
inventions is not co-extensive particularly with regard to the literature search. Burden 
consists not only of specific searching of classes and subclasses, but also of searching 
multiple databases for foreign references and literature searches. Burden also resides 
in the examination of independent claim sets for clarity, enablement, and double 
patenting issues. Further, a reference that would anticipate the invention of one group 
would not necessarily anticipate or even make obvious another group. Finally, the 
consideration for patentability is different in each case. Thus, it would be an undue 
burden to examine all of the above inventions in one application and the restriction for 
examination purposes as indicated above is deemed proper. 

Applicant's election with traverse of claims 20-24 in the reply filed on 2/21/07 is 
acknowledged. The traversal is on the ground(s) that all four groups are connected by 
the single inventive concept, which is that the compound of the invention ultimately 
induces increased activity of molecular chaperone. Group I is said to be drawn to a 
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method of increasing expression of a molecular chaperone by a eukaryotic cell. Group II 
is said to be drawn to a method of increasing activity of a molecular chaperone in a 
eukaryotic cell. The Examiner previously cited Sorensen (mircroblal cell Factories 2005 
of record) as a teaching that chaperones can be enhanced using a materially different 
compound. Applicant's argue Sorensen is an article regarding recombinant protein 
expressed in E. coli, a prokaryote. It mentions prokaryotic chaperones as aiding folding 
of recombinant protein expressed in the bacteria. Sorensen does not shed any light on 
enhancing the expression of endogenous chaperones in a eukaryotic cell. Applicants 
submit that the concept of enhancing the activity of a chaperone in a eukaryotic cell is a 
novel invention. 

Although Sorensen uses a prokaryote, it is well known that both prokaryote and 
eukaryotic cells increase expression of family chaperones (see enclosed reference for 
support Roberts et al. J. bacterioloav 1996, 1829-1841). 

The requirement is still deemed proper. 

Information Disclosure Statement 
The information disclosure statement (IDS) submitted on 7/10/03 is acknowledged and 
has been reviewed. 

Status of Claims 

Claims 1-25 are pending. 

Claims 20-22 are elected and examined. Applicant election A is pyrimidine, R" is 
piperidine and R' is hydrogen for the specie election of formula I is acknowledged. 
Claims 1-19 and 23-25 are presently withdrawn from consideration by the Examiner, 37 
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CFR 1 .142(b), as drawn to a non-elected inventions. Oversight in including claims 23- 
24 in Group III, such claims should have been listed under group IV. A telephone 
conversation was made (on 8/31/07) to Applicant's representative Erika Takeuchi to 
clarify the oversight. Applicant elected for examination purposes claims 20-22 and 
claims 23-24 are withdrawn from examination. Re-affirmation is requested when 
Applicants respond to this action. 

Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
nnaking and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 

art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 20-22 are rejected under 35 U.S.C. 112, first paragraph, as failing to 
comply with the enablement requirement. The claim(s) contains subject matter which 
was not described in the specification in such a way as to enable one skilled in the art to 
which it pertains, or with which it is most nearly connected, to make and/or use the 
invention. 

Factors to be considered in determining whether a disclosure would require 
undue experimentation have been summarized in Ex parte Forma n , 230 USPQ 546 
(BPAI 1986) and reiterated by the Court of Appeals in In re Wands , 8 USPQ2nd 1400 at 
1404 (CAFC 1988). The factors to be considered in determining whether undue 
experimentation is required include: (1) the quantity of experimentation necessary. (2) 
the amount or direction presented, (3) the presence or absence of working examples, 
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(4) the nature of the invention, (5) the state of the prior art, (6) the relative skill of those 
in the art, (7) the predictability or unpredictability of the art, and (8) the breadth of the 
clainns. 

The Board also stated that although the level of skill in molecular biology is high, 
the results of experiments in genetic engineering are unpredictable. While all of these 
factors are considered, a sufficient amount for a prima facie case are discussed below. 

The Breadth of the Claims 

The instant claims are directed to a method of treating a disease connected with 
the function of chaperon svstem or associated with the iniurv of the cell membrane of a 
cell or a cell oraanellum or preventing the same bv administering to a host that is 
exposed to a phvsiological stress accompanving allergic diseases, immune diseases, 
autoimmune diseases, diseases of viral or bacterial origin, tumorous, skin and/or 
mucous diseases, epithelial disease of renal tubulus. atherosclerosis, coronarial 
disease, pulmonary hvpertonia. cerebrovascular ischemia, stroke, or traumatic head 
injury an effective amount of a chemical compound to increase the expression of the 
molecular chaperon by the cell beyond the amount induced by the physiological stress, 
wherein the chemical compound is one or more of a hydroxylamine derivative 
represented by formula (1"). 

The instant claims are also directed to treating (i) a disease connected to the 
function of chaperon, (ii) associated with the injury of the cell membrane and (iii) 
preventing the same in an eukaryotic cell that is exposed to a physiological stress 
comprising: treating the cell that is exposed to a physiological stress accompanying 
allergic diseases, immune diseases, autoimmune diseases, diseases of viral or bacterial 
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origin, tumorous, skin and/or mucous diseases, epithelial disease of renal tubulus, 
atherosclerosis, coronarial disease, pulmonary hypertonia, cerebrovascular ischemia, 
stroke, or traumatic head injury with an effective amount of a chemical compound to 
increase the activity (see also bystress.com ). 
The Nature of the Invention . 

The nature of the invention relates to using compound of formula 1" for the treatment of 
a very wide variety of diseases that are associated or connected with the functions of 
chaperon, injury of the membrane or prevention. Several examples of are given in the 
specification on pages 1 12-134, for example, using different types of hydroxylamine 
compounds. However, the showing of the activity of these compounds does not provide 
a adequate support to enable one to practice the instant methods to treating (i) a 
disease connected to the function of chaperon, (ii) associated with the injury of the cell 
membrane and (iii) methods of preventing. See Applicants' own admission (see para 
00353, pg 21 of the published application) using the specification as a dictionary. The 
mechanism(s) by which stress (physical, pathophysiological, etc.) is detected as a 
signal and transduced to the transcriptional apparatus is hitherto unknown. The prior art 
does not recorgnize treatment modalities for prevention of the recited conditions. See 
oncolink wherein non-Hodgkin's lymphoma (see underlined) is taught to be connected 
with a chaperon system. Identifying one pathway does not necessarily yield treatment 
for a wide variation of diseases. These diseases are very complex and usually have 
multiple etiologic factors involved. 
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Adequate guidance A pplicant has not provided enablement for various aspects of the 
claimed methods. The skilled artisan in this field would not accept the representations 
set forth in the instant disclosure as sufficient to enable methods directed to treating (i) a 
disease connected to the function of chaperon, (ii) associated with the injury of the cell 
membrane and (iii) methods drawn to prevention. Further, applicant has not 
demonstrated sufficient guidance in the form of adequate supporting representations or 
art recognized correlations in patent or non-patent literature. For example, Applicant 
only discloses examples on pages 80-85 to show how to make the formulations, and on 
pages 85-91 , treatment of heat shock and or induction of heat stress cardiac ischemia. 
However, Applicant has not provided direction in the form of representative examples to 
show that the combinations of the functional groups claimed would have efficacy in the 
prevention of a wide variation of diseases as claimed. 

The use of compound formula 1" to treat or prevent a wide variaty of stress 
conditions (see enclosed different types of physiological stress) is not possible absent 
factual evidence. It is beyond the skill in the art to envision one drug that will treat all of 
these various stress forms, such as stroke, gastric problem, eating, pain, sleep disorder 
etc. 

The Quantitv of Experimentation Needed to Make or Use the Invention Based on the 
Content of the Disclosure 

In order to provide support for the claimed methods comprising (i) treating a 
disease connected to the function of chaperon, (ii) treating a disease associated with 
the injury of the cell membrane and (iii) preventing with a hydroxylamine compound of 
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formula 1". it would be necessary to demonstrate (i) or (ii) how to extrapolate these data 
from in vitro to in vivo. The specification fails to provide support for the claimed subject 
matter. Therefore, one of skill in the art would require a significant amount of 
experimentation in order to find first which disease is associated with chaperon, 
associated with injury of the cell and further a means of prevention. No data from the 
disclosed examples indicate how the skilled artisan can go about preventing such stress 
which, according to Applicants own words is still unknown. In order to Practice the 
claimed invention, one skilled in the art would have to first envision an appropriate 
animal model and then set forth parameters drawn to prevention. Administration of the 
claimed compounds and test model system to determine whether or not a compound 
would follow in an appropriate is effective for prevention of said diseases. Although a 
showing of mimicking or treatment disease, this does not support a wide variety of 
diseases may be treated or prevented can be demonstrated. 

The Existence of Working Examples 

A lack of enablement means that, based on the evidence regarding each of the above 
factors, the specification, at the time the application was filed, would not have taught of 
using one drug for the prevention of so many diseases connected with function of a 
chaperon system. 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 
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Claims 21 is rejected under 35 U.S.C. 112, first paragraph, as failing to comply 
with the enablement requirement. The claim(s) contains subject matter which was not 
described in the specification in such a way as to enable one skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and/or use the invention. 

Factors to be considered in determining whether a disclosure would require 
undue experimentation have been summarized in Ex parte Forma n . 230 USPQ 546 
(BPA1 1986) and reiterated by the Court of Appeals in In re Wands . 8 USPQ2nd 1400 at 
1404 (CAFC 1988). The factors to be considered in determining whether undue 
experimentation is required include: (1)the quantity of experimentation necessary, (2) 
the amount or direction presented, (3) the presence or absence of working examples, 
(4) the nature of the invention, (5) the state of the prior art, (6) the relative skill of those 
in the art, (7) the predictability or unpredictability of the art, and (8) the breadth of the 
claims. 

The Board also stated that although the level of skill in molecular biology is high, 
the results of experiments in genetic engineering are unpredictable. While all of these 
factors are considered, a sufficient amount for a prima facie case are discussed below. 

Nature of the Invention : Claim 21 is drawn to a method of treating/preventing, 

pathological conditions such as neoplastic disease, an infection caused by pathogenic 

microorganism, autoimmune disease and dermatosis with compound of formula I". The 

nature of the invention is extremely complex in that it encompasses the prevention of 

pathological conditions such as neoplastic disease (which itself encompasses a very 

wide variety of different types of pathology). As defined, neoplastic diseases are 

different diseases that start and evolve each in its own manner and trigger variable 
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responses from the organism depending upon the pathologies of the neoplastic 
process. The clinical incidence of the different cancers is spread through the human life 
span, with regional differences for each cancer, (see CiteSeer abstract). With regards to 
dermatosis the term is encompasses skin cancer, eczema, psoriasis, acne, impetigo, 
scabies and warts, it is not clear how a single drug is capable of treating such a wide 
variety of diseases (see MSDS HyperGlossary enclosed). 

The nature of the invention is very broad, and the relative skill of those in the art 
is generally that of a Ph.D. or M.D. with expertise in the field of proliferative diseases. 
Each particular neoplastic disease/infection caused by a pathogenic microorganism or 
all autoimmune disease has its own specific characteristics and etiology. The 
unpredictability observed with single agent therapy to treat a very wide range of disease 
is substantial. The broad recitation " neoplastic disease/infection caused by pathogenic 
microorganism or autoimmune disease or dermatosis" is inclusive of many conditions 
that presently have no established successful therapies. 

It is clear the art to which the present invention relates is highly unpredictable. 

Double Patenting 

The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. A nonstatutory 
obviousness-type double patenting rejection is appropriate where the conflicting claims 
are not identical, but at least one examined application claim is not patentably distinct 
from the reference claim(s) because the examined application claim is either anticipated 
by, or would have been obvious over, the reference claim(s). See, e.g., In re Berg, 140 
F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re Goodman, 11 F.3d 1046, 29 
USPQ2d 2010 (Fed. Cir. 1993); In re Long!, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 
1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 
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F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528. 163 
USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1 .321 (c) or 1 .321 (d) 
may be used to overcome an actual or provisional rejection based on a nonstatutory 
double patenting ground provided the conflicting application or patent either Is shown to 
be commonly owned with this application, or claims an invention made as a result of 
activities undertaken within the scope of a joint research agreement. 

Effective January 1, 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply with 
37 CFR 3.73(b). 

Claims 20-22are rejected under the judicially created doctrine of obviousness-type 
double patenting as being unpatentable over claims 17-34 of U.S. Patent 7148239, 
Although the conflicting claims are not identical, they are not patentably distinct from 
each other. The reasons are as follows: 

Both sets of claims refer to treating a disease connected to the function of the 
chaperon system or associated with the injury of the membrane of a cell 
administering to the host that has been exposed to a physiological stress a 
compound of formula 1" -in the current application (claims 20-22) and formula II in 
the patented claims (claims 17-33). 

As to the patented claims 17-34, these claims refer to a method of treating and a 
pharmaceutical composition. The pharmaceutical composition (see claim 34) would 
have been used in the claimed method of treatment because the compounds of formula 
I" (see specification taken as a dictionary, col. 86. lines 7-27) and the resulting 
compound of formula II would have been used in the treatment procedure. The 
compound of formula 1" is a derivative of compound of formula II. In view of the 
foregoing, the patent claims and the current application claims are obvious variations. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Shirley V. Gembeh whose telephone number is 571- 
272-8504. The examiner can normally be reached on 8:30 -5:00. Monday- Friday. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Ardin Marschel can be reached on 571-272-0718. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



SVG 
7/17/07 
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